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SIR: 

In accordance with 37 C.F.R. § 1.322(a)(1)(f), Applicants hereby request that the U.S. Patent and 
Trademark Office issue a Certificate of Correction for the above-identified U.S. patent correcting 
the claims as issued in this patent. Enclosed is Form PTO-1050 (four (4) sheets) showing the 
correction in this patent, namely, corrected claims 1, 2, 8, 9, 10 and 16. The error in not 
amending claims 1, 2, 8, 9, 10 and 16 prior to their issuance in this patent is an error that arose at 
the USPTO, as set forth below. 

On October 7, 2003, the undersigned attorney for Applicants was contacted by the 
Examiner for this application, who indicated that she was prepared to allow the claims but with 
certain specified changes. On October 14, 2003, the undersigned attorney discussed this matter 
with the Examiner and reached an agreement with the Examiner as to the amendments of claims. 
On October 14, 2003, Applicants submitted an Amendment and Statement of Substance of 
Interview in order to implement the changes as discussed with the Examiner, wherein claims 1, 
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2, 10, 11, 12 and 20 of the application, which issued as claims 1, 2, 8, 9, 10 and 16 in the patent, 
were amended. On October 20, 2003, the USPTO Issued a Notice of Allowance for this 
application. 

Attached hereto as Attachment A is a copy of the Amendment and Statement of 
Substance of Interview as transmitted to the USPTO by facsimile on October 14, 2003, along 
with copies of a Certificate of Transmission and the facsimile confirmation sheet showing that all 
pages were received by the USPTO. Attached hereto as Attachment B is a copy of a printout 
from the USPTO web site showing the transaction history for the prosecution of this patent 
application, which shows a Supplemental Response having been received by the USPTO on 
October 14, 2003. It is clear that the USPTO received a copy of the Amendment and Statement 
of Substance of Interview, wherein claims 1, 2, 8, 9, 10 and 16 of the patent were amended. 
However, the USPTO erroneously printed the patent without these amendments having been 
entered. Accordingly, a Certificate of Correction is now needed in order to ensure that claims 1, 
2, 8, 9, 10 and 16 as amended are printed with this patent. 

Because this error is the fault of the USPTO, no fee for issuance of a Certificate of 
Correction is due. If any fees are deemed to be due in connection with this Request, the 
Commissioner is authorized to charge payment to Deposit Account No. 50-0552. 
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DAVIDSON, DAVIDSON & KAPPEL, LLC 
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(212) 736-1940 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Re: Application of: Alexander KOZAK, et al. 
Serial No.: 09/856,009 
Filed: May 16, 2001 

For: PHOSPHOLIPID DERIVATIVES OF NON- 

STEROIDAL ANTI-INFLAMMATORY DRUGS 

Examiner: Sonya N. Wright 

Art Unit: 1626 



MAIL STOP: Non-Fee Amendment 

Commissioner for Patents October 14, 2003 

P.O. Box 1450 
Alexandria, VA 223 1 3- 1 450 

AMENDMENT AND 
STATEMENT OF SUBSTANCE OF INTERVIEW 

SIR: 

In response to recent communications from and an interview by an attorney for 
Applicants with Examiner Sonya N. Wright in the U.S. Patent and Trademark Office in 
connection with the above-identified application, Applicants hereby amend this application as 
follows: 

Amendments to the Claims are reflected in the listing of claims, which begins on page 2 
of this paper. 



Remarks begin on page 10 of this paper. 
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IN THE CLAIMS; 

Please amend claims 1, 2, 10, 1 1, 12 and 20 as indicated below. 

This listing of claims below will replace all prior versions, and listings, of claims in the 
application: 

Listing of Claims: 



1 . (Currently Amended) A compound of the general formula I 



K^C — O 



HC— O 



H 2 C— O 



O 
II 

I 

L 
o 



R1 



R2 



D 



Formula I 



or a pharmaceutically acceptable salt thereof, wherein: 

Rl is a saturated, substituted hydrocarbon chain having from 2 to 30 carbon atoms; 

R2 is a phospholipid head group selected from the group consisting of choline, 
ethanolamine, inositol and serine; 

D is a residue of indomethacin, wherein D is attached through a functional group to a 
bridging group, -C(0)-Z-X- , wherein Z is a saturated hydrocarbon chain having from 2 to 15 
carbon atoms, and X is selected from amino and thio groups. 
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2. (Currently Amended) The compound according to claim 1, wherein the 
conjugated residue of the nonst e roidal ant inflammatory drug indomethacin is pharmacologically 
inactive. 

3. (Original) The compound according to claim 1, wherein an ester bond at position 
sn-2 of the phospholipid of the general formula I is cleaveable by a lipase. 

4. (Original) The compound according to claim 3, wherein said lipase is a 
phospholipase. 

5. (Original) The compound according to claim 4, wherein said phospholipase is 
phospholipase A2 (PLA2). 

6. (Original) The compound according to claim 1, wherein Rl is an hydrocarbon 
chain having from 10 to 20 carbon atoms. 

7. (Original) The compound according to claim 1, wherein Rl is an hydrocarbon 
chain having 15 or 17 carbon atoms. 

8-9. (Canceled) 

10. (Currently Amended) The compound according to claim 1 selected from the 
group consisting of: 

1 Stearoyl - 2 (3 [2 (2,6 dichloroanilino)ph e nylac e tamido]propanoyl) sn glyoero 3 
phosphocholin e , 

1 St e aroyl 2 ( 4 [2 (2,6 dichloroanilino)ph e nylacetamido]butanoyl) sn glyc e ro 3 
phosphocholin e , 

1 St e aroyl - 2 (5 [2 (2,6 dichloroanilino)ph e nylacetamido]valeroyl] sn glycero 3 
phosphocholine, 

1 St e aroyl 2 (6 [2 (2,6 dichloroanilino)ph e nylac e tamido]hexanoyl) sn glycero - 3 - 
phosphocholino, 



... : ) } 
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1 St e aroyl 2 (8 [2 (2,6 dichloroanilino)phenylac e tamido]octanoyl) sn glycero 3 
phosphocholin e , 

1 Stearoyl 2 (12 - [2 (2,6 dichloroanilino)ph e nylac e tamido]dodecanoyl) sn glyc e ro 3 
phosphocholin e , 

1 -Stearoyl-2- {3-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamidojpropanoyl} 
sn-glycero-3 -phosphocholine, 

1 -Stearoyl-2- {4-[ 1 -(p-chlorobenzoyl)-5 -methoxy-2-methyl indolylacetamido]butanoyl} - 
sn-glycero-3 -phosphocholine, 

1 -Stearoyl-2- {5-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido] valeroyl} - 
sn-glycero-3 -phosphocholine, 

1 -Stearoyl-2- {6-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]hexanoyl} - 
sn-glycero-3-phosphocholine, and 

1 -Stearoyl-2- {8-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamidojoctanoyl} - 
sn-glycero-3 -phosphocholine^ 

1 St e aroyl 2 (3 [a methyl 4 (2 methylpropyl)b e nz e n e ac e tamido] propanoyl) ■ sn glycero 
3 phosphocholin e , 

1 - St e aroyl - 2 (6 [a m e thyl 4 (2 m e thylpropyl)b e nz e n e ao e tamido] h e xanoyl) sn glyc e ro 
3 phosphocholin e , 

1 - St e aroyl 2 (3 [(S) 6 m e thoxy a m e thyl 2 naphtal e n e ac e tamido] propanoyl) sn 
glyc e ro 3 phosphocholine, 

1 St e aroyl 2 ( 4 [(S) 6 m e thoxy a m e thyl 2 naphtalen e ac e tamido] butanoyl) sn glyc e ro - 
3 - phosphocholin e , 

1 Stearoyl 2 (6 [(S) 6 m e thoxy a m e thyl 2 - naphtal e n e acetamido] h e xanoyl) sn glyc e ro 
3 phosphocholin e , and 

1 St e aroyl 2 ( 4 [2 (6 m e thoxynaphtyl)acetamido]butanoyl) sn glyc e ro 3 
phosphocholine . 

1 1 . (Currently Amended) A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier and, as an active ingredient, a compound of the general 
formula I 
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O 



— O— C— R1 



II 



O 



HC — 0 — C — Z- 



-X- 



D 



H 2 C— O 



1 

3< 



0 



R2 



A 



Formula I 



or a pharmaceutically acceptable salt thereof, wherein: 

Rl is a saturated, substituted hydrocarbon chain having from 2 to 30 carbon atoms; 

R2 is a phospholipid head group selected from the group consisting of choline, 
ethanolamine, inositol and serine; 

D is a residue of indomethacin. wherein D is attached through a functional group to a 
bridging group, -C(0)-Z-X- , wherein Z is a saturated hydrocarbon chain having from 3 to 1 5 
carbon atoms, and X is selected from amino and thio groups. 

12. (Previously Amended) The pharmaceutical composition according to claim 1 1, 
wherein -C(0)-Z-X-D is an inactive derivative of© indomethacin . 

13. (Original) The pharmaceutical composition according to claim 11, wherein an 
ester bond at position sn-2 of the phospholipid of the general formula I is cleaveable by a lipase. 

14. (Original) The pharmaceutical composition according to claim 13, wherein said 
lipase is a phospholipase. 



15. (Original) The pharmaceutical composition according to claim 14, wherein said 
phospholipase is phospholipase A2 (PLA2). 



' ^ ■ I 
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16. (Original) The pharmaceutical composition according to claim 1 1, wherein Rl is 
an hydrocarbon chain having from 10 to 20 carbon atoms. 

17. (Original) The pharmaceutical composition according to claim 1 1, wherein Rl is 
an hydrocarbon chain having 15 or 17 carbon atoms. 

18-19. (Canceled) 

20. (Currently Amended) The pharmaceutical composition according to claim 11, 
wherein said compound of the general formula I is selected from the group consisting of: 

1 St e aroyl 2 (3 [2 (2,6 dichloroanilino)ph e nylac e tamido]propanoyl) sn glyc e ro 3 
phosphocholino, 

1 St e aroyl 2 ( 4 [2 (2,6 dichloroanilino)phenylac e tamido]butanoyl) sn glycero 3 - 
phosphocholino, 

1 St e aroyl - 2 (5 [2 (2,6 dichloroanilino)phenylacotamido]val e royl) sn glyc e ro 3 
phosphooholin e , 

1 St e aroyl 2 (6 [2 (2,6 dichloroanilino)phenylac e tamido]h e xanoyl) sn glycero 3 
phosphocholino, 

1 St e aroyl 2 (8 [2 (2,6 dichloroanilino)ph e nylacotamido]octanoyl) sn glyc e ro 3 
phosphocholino, 

1 St e aroyl 2 (12 [2 (2,6 dichloroanilino)phenylacotamido]dodecanoyl) sn glycero 3 - 
phosphocholin e , 

1 -Stearoyl-2- {3-[ 1 -(p-cMorobenzoyl)-5-methoxy-2-methyl indolylacetamido] 
propanoyl}-sn-glycero-3-phosphocholine, 

1 -Stearoyl-2- {4-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]butanoyl} - 
sn-glycero-3 -phosphocholine, 

1 -Stearoyl-2- {5-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido] valeroyl} - 
sn-glycero-3-phosphocholine, 

1 -Stearoyl-2- {6-[ 1 -(p-chlorobenzoyl)-5 -methoxy-2-methyl indolylacetamidojhexanoyl} - 
sn-glycero-3-phosphocholine, and 



6 



800.1012 

1 -Stearoyl-2- {8-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]octanoyl} - 
sn-glycero-3-phosphocholine^ 

1 Stearoyl 2 (3 [a m e thyl 4 (2 m e thylpropyl) b e nz e n e acetamidojpropanoyl) sn 
glycero 3 phosphocholin e , 

1 - St e aroyl 2 (6 [a m e thyl 4 (2 m e thylpropyl)b e nz e n e acetamido] h e xanoyl) sn glyc e ro 
3 phosphocholin e , 

1 St e aroyl 2 (3 [(S) 6 m e thoxy a m e thyl 2 naphtal e n e ac e tamidojpropanoyl) sn 
glyc e ro 3 phosphocholin e , 

1 St e aroyl 2 ( 4 [(S) 6 m e thoxy a m e thyl 2 naphtalen e ac e tamido] butanoyl) - sn glyc e ro - 
3 phosphocholin e , 

1 St e aroyl 2 (6 [(S) - 6 m e thoxy a m e thyl 2 naphtal e n e ac e tamido] h e xanoyl) sn - 
glycero 3 phosphocholin e , and 

1 St e aroyl 2 ( 4 [2 (6 m e thoxynaphtyl)ac e tamido]butanoyl) sn glyo e ro - 3 - 
phosphocholin e. 

21. (Previously Amended) The pharmaceutical composition according to claim 1 1, in 
the form of solutions, suspensions, capsules, tablets, aerosols, gels, ointments or suppositories. 

22. (Previously Amended) The pharmaceutical composition according to claim 1 1 for 
oral, ocular, nasal, parenteral, topical or rectal administration. 

23. (Original) The pharmaceutical composition according to claim 22 for oral 
administration. 

24. (Original) The pharmaceutical composition according to claim 22 for nasal 
administration. 

25. (Previously Amended) The pharmaceutical composition according to claim 1 1 for 

ro«^ — - 
the treatment of a diooaGO or disorder rolatod to an inflammat ory conditi on. 



26. (Original) The pharmaceutical composition according to claim^Twherein said 
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disease or disorder related to an inflammatory condition is selected from the group consisting of 
arthritis, rheumatoid arthritis, asthma, psoriasis, systemic lupus erythematosus, inflammatory 
bowel syndrome and the neurological diseases and disorders multiple sclerosis, Alzheimer's 
disease, Parkinson's disease, Huntington's disease, vascular dementia, epilepsy, migraines, 
stroke and trauma. 

27. (Canceled) 



28. (Previously Amended) A method for treatment of a disease or disorder related to 
an inflammatory condition comprising administering to a patient in need thereof a therapeutically 
effective amount of a pharmaceutical composition according to claim 1 1 . 



29. (Original) The method'according to claim 28, wherein said disease or disorder 
related to an inflammatory condition is selected from the group consisting of arthritis, 
rheumatoid arthritis, asthma, psoriasis, systemic lupus erythematosus, inflammatory bowel 
syndrome and the neurological diseases and disorders multiple sclerosis, Alzheimer's disease, 
Parkinson's disease, Huntington's disease, vascular dementia, epilepsy, migraines, stroke and 
trauma. 

30. (Previosuly Amended) A process for the synthesis of compounds of the general 
formula I as defined in claim 1, comprising: 

(i) providing a molecule y-X-Z-COOH, wherein y is selected from H and OH, Z is 
a saturated hydrocarbon chain having from 2 to 1 5 carbon atoms, and X is selected from amines 
and thio groups; 

(ii) replacing y with an appropriate blocking group, B, selected from the group 
consisting of benzyl chloromate, benzyloxycarbonate, diphenylcarbinol and 
trimethylacetamidocarbinol; 

(iii) preparing an anhydride of the molecule B-X-Z-COOH by employing a reagent to 
remove one molecule of water from two protected bridging groups; 





8 



800.1012 



(iv) acylating a lyso-lecithin by the anhydride of step (iii) to yield l-acyl-2-acyl(X-B)- 
sn-glycero-3 phospholipid by dissolving said anhydride and said lyso-lecithin in an organic 
solvent in the presence of a catalyst; 

(v) removing the blocking group B from the functional group X; and 

(vi) coupling a nonsteroidal anti-inflammatory drug D comprising indomethacin to the 
functional group X in an organic solvent in the presence of reagents that enable a condensation 
reaction wherein water molecules are removed, thus, generating a molecule of the general 
Formula I. 

3 1 . (Original) The process according to claim 30 wherein the protected functional 
group X is -NH. 

32. (Original) The process according to claim 30 wherein the phospholipid of step 
(iv) is phosphatidylcholine, phosphatidylethanolamine, phosphatidylinositol or 
phosphatidylserine. 



33. (Canceled) 
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REMARKS 

Claims 1-7, 10-17, 20-26 and 28-32 are in this application, as previously amended by the 
Applicant in a Preliminary Amendment filed May 16, 2001, in a Supplemental Preliminary 
Amendment dated February 26, 2003 and in a Response to Office Action dated July 15, 2003. 

On October 7, 2003, the undersigned attorney was contacted by the Examiner, who 
indicated that she was prepared to allow the claims but with certain changes. According to the 
Examiner, (1) claims 2 and 12 should be canceled, because the amendment of the definition of D 
in claims 1 and 1 1 have made these claims extraneous, and (2) the first six and last six 
compounds listed in claims 10 and 20 should be deleted, leaving only those middle five 
compounds with an indolyl group, because claims 1 and 1 1 have been limited to indomethacin. 

On October 14, 2003, the undersigned attorney contacted the Examiner in reply and 
advised her that (1) claims 2 and 12 need not be canceled, because they are of different scope 
than their parent claims 1 and 11, although they are being amended to specifically recite 
indomethacin, as in the parent claims, and that (2) the first six and last six compounds listed in 
claims 10 and 20 may be deleted, leaving only those middle five compounds with an indolyl 
group. The undersigned attorney also advised the Examiner during this interview that the words 
"residue of in the definition of D in claims 1 and 1 1 had inadvertently been deleted in the 
July 15, 2003 amendment. 

The Examiner agreed with not canceling claims 2 and 12. 

This amendment is being submitted in order to implement these enumerated changes, as 
discussed with the Examiner. 

Conclusion 

Reconsideration of the present application, as amended, is requested. It is respectfully 
submitted that claims 1-7, 10-17, 20-26 and 28-32 remaining in this application are patentable. 
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If, upon review, the Examiner is unable to issue an immediate Notice of Allowance, the 
Examiner is respectfully requested to telephone Applicant's undersigned attorney in order to 
resolve any outstanding issues and advance the prosecution of the case. 



An early and favorable action on the merits is earnestly solicited. 



Respectfully Submitted, 

DAVIDSON, DAVIDSON & KAPPEL, LLC 



Davidson, Davidson & Kappel, LLC 
485 Seventh Avenue, 14th Floor 
New York, New York 10018 
(212) 736-1940 



Morey B. W 


ildes * 


Reg. No. 36 


968 
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PATENT NO : 6,730,696 
APPLICATION NO.: 09/856,009 
ISSUE DATE : May 4, 2004 
INVENTOR(S) : Alexander KOZAK, et at. 



It is certified that error appears in the above-identified patent and that said Letters Patent 
are hereby corrected as shown below: 



In the claims, claims 1 , 2, 8, 9, 10 and 16 should be replaced with the following amended claims 1 , 2, 
8, 9, 10 and 16: 

1. A compound of the general formula I 
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Formula I 



or a pharmaceutical^ acceptable salt thereof, wherein: 

R1 is a saturated, substituted hydrocarbon chain having from 2 to 30 carbon atoms; 
R2 is a phospholipid head group selected from the group consisting of choline, ethanolamine, 
inositol and serine; 

D is a residue of indomethacin, wherein D is attached through a functional group to a bridging 
group, -C(0)-Z-X- , wherein Z is a saturated hydrocarbon chain having from 2 to 15 carbon atoms, 
and X is selected from amino and thio groups. 
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It is certified that error appears in the above-identified patent and that said Letters Patent 
are hereby corrected as shown below: 

(Continued) 

2. The compound according to claim 1 , wherein the conjugated residue of indomethacin is 
pharmacologically inactive. 

8. The compound according to claim 1 selected from the group consisting of: 

1 -Stearoyl-2-{3-[1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]propanoyl} sn-glycero- 
3-phosphocholine, 

1-Stearoyl-2-{4-[1-(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]butanoyl}-sn-glycero- 
3-phosphocholine, 

1-Stearoyl-2-{5-[1-(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]valeroyl}-sn-glycero- 
3-phosphocholine, 

1-Stearoyl-2-{6-[1-(p-chIorobenzoyl)-5-methoxy-2-methyl indolylacetamido]hexanoyl}-sn-glycero- 
3-phosphocholine, and 

1 -Stearoyl-2-{8-[1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]octanoyl}-sn-glycero- 
3-phosphocholine. 
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It is certified that error appears in the above-identified patent and that said Letters Patent 
are hereby corrected as shown below: 

(Continued) 

9. A pharmaceutical composition comprising a pharmaceutically acceptable carrier and, as an active 
ingredient, a compound of the general formula I 
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Formula I 



or a pharmaceutically acceptable salt thereof, wherein: 

R1 is a saturated, substituted hydrocarbon chain having from 2 to 30 carbon atoms; 
R2 is a phospholipid head group selected from the group consisting of choline, ethanolamine, 
inositol and serine; 

D is a residue of indomethacin, wherein D is attached through a functional group to a bridging 
group, -C(0)-Z-X- , wherein 2 is a saturated hydrocarbon chain having from 3 to 15 carbon atoms, 
and X is selected from amino and thio groups. 
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10. The pharmaceutical composition according to claim 9, wherein C(0)-Z-X-D is an inactive 
derivative of indomethacin. 

16. The pharmaceutical composition according to claim 9, wherein said compound of the general 
formula I is selected from the group consisting of: 

1 -Stearoyl-2-{3-[1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido] propanoyl}-sn- 
glycero-3-phosphocholine, 

1 -Stearoyl-2-{4-[1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]butanoyl}-sn-glycero- 
3-phosphocholine, 

1-Stearoyl-2-{5-[1-(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]valeroyi}-sn-glycero- 
3-phosphocholine, 

1-Stearoyl-2-{6-[1-(p-chlorobenzoyl)-5-methoxy-2-methyl indoiylacetamido]hexanoyl}-sn-glycero- 
3-phosphocholine, and 

1-Stearoyl-2-{8-[1-(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido]octanoyl}-sn-giycero- 
3-phosphocholine. 
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